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Incidence & Mortality worldwide for 36 cancers in 185 countries
GLOBOCAN 09/2018
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Liver Cancer and Chronic Hepatitis B

Liver Cancer is a Leading Cause of Cancer Deaths in
Countries where Chronic Hepatitis B is Prevalent

Liver cancer ranking
Chronic hepatitis B as cause of cancer
prevalence death in men
Thailand 2 7% 1
Vietnam > 7% 1 |
China = 7%
Korea > 7%

Philippines = 7%
Indonesia = 7%

Singapore = 7%
Malaysia = 7%
India ~ 3%
Australia < 2%
New Zealand < 2%
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Source: WHO International Agency for Research on Cancer
GLOBOCAN 2008



Hepatocellular Carcinoma (HCC)

> 90% of primary liver cancer is HCC

Why HCC rates are increasing? HBV and HCV infection increases the risk
Increasing incidence of cirrhosis | — —? for HCC by promoting fibrosis and cirrhosis
- - - _ - -
Lo HCV N - |
\| ®* HBV infectior acquired 2 to 3 Acute Hepatitis 2
\ decades earfier
St v t
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Chronic Hepatitis 85% 8
 Non-alcoholic fatty liver disease — _Y_ - -
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Improved survival of patients ( : . \ o
with cirrhosis < |_Cirrhosis _7 20% D
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e Improved outcomes of c
esophageal varices and a
peritonitis Decompensation HCC 4% d
Cirrhosis of the liver 6% e
ey o Cirrhosis is a chronic s
T liver disease which Death 3-4%
' causes damage to
liver tissue as well as

- scarring (fibrosis; Bruix et al. 2011 Hepatology 53 (3)
nodular EASL-EORTC Clinical Practice Guidelines: Management of HCC 2011

) NCCN Guidelines 2016 Hepatobiliary Cancers
regeneration) Japan Society of Hepatology, Clinical Practice Guidelines for HCC 2009




Liver Cancer in Vietham - GLOBOCAN 09/2018

Age-standardized (World) incidence rates per sex, top 10 cancers

Males - Females

Colorectum 160 _ 16
Leukaemia 71 _ 57
Masopharynx g_u_ 28
Thyroid 16 _ 78
Prostate 84 -
Corpus uteri - 71
50 40 30 20 10 ASR {WDrIEH per 100000 10 20 30 40 50
Incidence Mortality
Breast 264
Liver
Lung
Stomach
Colorecturm
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Caorpus uteri
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Liver Cancer in Vietham
Viet Nam

Source; Globocan 2018

Incidence, Mortality and Prevalence by cancer site

New cases Deaths S-year prevalence (all ages)

Cancer Number Rank (%) Cum.risk Number Rank (%) Cum.risk Number Prop.

l Liver 25335 1 16.45 259 25404 1 2348 259 21055 2182 ]
Lung 23667 2 1537 257 20710 2 19.14 227 22 564 2338
Stomach 17527 3 11.38 1.86 15065 3 13.52 1.52 21839 2263
Breast 15219 4 9.89 253 6103 4 5.64 1.24 42188 86.56
Rectum 8815 5 5.72 043 4673 B 432 0.44 20184 2092
Masopharynx 6212 b 403 0.64 4232 7 391 0.47 16290 16.88
Leukaemia 6144 7 3.99 0.52 4923 5 4.55 043 16565 1717
Colon 5457 8 354 0.60 3183 2 294 0.31 11662 12.09
Thyroid 5418 9 352 045 528 22 0.49 0.05 16 897 17.51
Cervix uteri 4177 10 2.1 0.77 2420 10 224 047 10657 2187

L& bénh ung thw c6 ty 1é méi mac va tir vong hang dau tai Viét Nam
- S0 m¢&i mac: 25.335 (16,45%)
- S0 twr vong: 25.404 (23,48%)

Viét Nam & vung dich té viém gan siéu vi B, C.

Pa s6 bénh nhan phat hién mudn = it bién phép dieu tri hiéu qua

= Can cai thién dw phong, chan doan sém, va liéu phap diéu tri méi
Globocan 09/ 2018 °



Nhirng thach thirc trong chan doan sém HCC

- O’ chau A va da so cac noi khac, tan suat méi mac cua
HCC va xo gan thap trwdc 35—-40 tudi nhwng sau dé
tang nhanh theo cap s6 nhan

« M6t sb dir liéu cho thay co nhwng bénh nhan dwoc chan
doan nhiém HBV Ian dau tién cing ltc phat hién da bi
HCC.

* Da s6 bénh nhan (80— 90%) da bi xo gan tai thoi diém
chan doan HCC, déi khi viém gan B man tién trién thanh
HCC luc chwa bi xo gan.

« HCC tién trién nhanh, va co thé khong co triéu chirng
cho dén khi biéu hién 1am sang & giai doan tién xa

WHO 2015 Guidelines for the Prevention, Care and Treatment of Persons with Chronic Hepatitis B Infection



Yéu t6 nguy co HCC

* HBV (RR: 5-103): nam gidi, |&n tudi, dan chau A/ Phi,
tién can gia dinh, HBV DNA > 2.000 IU/mL, HBsAg >
1.000 IU/mL, thoi gian nhiém kéo dai, ddng nhiém
HCV/HDV/HIV, genotype C, dot bién PC/BCP, xo gan,
aflatoxin, rwou, thuéc l3...

* HCV (RR: 17): nam gidi, |&n tudi, d6ng nhiém HBV/HIV,
genotype 1b, xo hoa F3, bai thao duong typ 2, béo
phi, rugu

* Rwou bia: > 80g/ngay > 10 nam hoac > 60g/ngay > 25
nam

 Gan nhiém m& (NAFLD/NASH)

APASL Guidelines for HCC — 2017, Hepatol Int 11:317-370



Yéu to nguy co HCC (it)

* HOi chirng Budd-Chiari

 Bénh gan khac: bénh & sat mé di truyén, PBC gd 4,
viém gan ty mién cd xo gan

* Di truyén cta bénh nhan
* Aflatoxin

e Thuoc 13

APASL Guidelines for HCC — 2017, Hepatol Int 11:317-370



Tan suat ung thw gan lién quan dén lwong
HBYV DNA va viéc dieu tri khang virus

100 — ====- Low HBV DNA without NUCS]P=0.77

3
= High HBV DNA With NUCs = 001}“'“1
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Khi tai lwong HBV cao, viéc diéu tri khang virus cé
thé giam nguy co nhwng khong loai trir hoan toan
nguy co HCC, néu BN bj xo hda dang ké hoac xo
gan, kém thém cac yéu td nguy co khac phdi hop

‘l-l:

ﬁ'ﬁlu-

Cumulative Incidence of HCC%
1,

Chin-Wen Lin et al, 03/2017 Advances in Treatment of Hepatitis C and B



Ty lé ttr vong gia tang do xo’ gan va
ung thw gan lién quan den HCV

Ganh nang bénh tat toan cau nam 2013
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T vong do HCV tang hon gap déi ttP nam 1990-2013
Tw vong do ung thw gan nguyén nhan tiw HCV tang 300%

Cowie BC, et al. EASL 2015; Poster P1256;
Global Burden of Disease 2013. Lancet 2015; 385: 117-71




Nguy co ung thw gan gia tiang khi két hop
nhiém HBV trén nén bénh gan do rwou

100 All cirrhotic patients
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Year of Follow-up

Patients at risk

HBV+Alcohol 132 119 63 & 36 28 15 10 8 5 3 0
HBV 632 542 484 436 318 290 90 40 26 19 2 2
Alcohol 202 176 159 145 116 107 36 17 11 9 2 1

Chin-Wen Lin et al, 03/2017 Advances in Treatment of Hepatitis C and B



Khuyén céo
cua APASL
2017 doi v&i
nhom bénh
nhan can tam
soat HCC

Table 3 Groups where HCC surveillance is recommended

HCC risk (per year)

Cirrhotic hepatitis patients
HBV
HCV
NASH

Genetic hemochromatosis

Primary biliary cirrhosis

Alpha 1 antitrypsin (A1AT)
deficiency

Autoimmune hepatitis
Other etiologies
Chronic HBV carriers

Noncirrhotic (HBsAg positive)
Asian females =50 years
Asian males =40 years
Afrnicans aged =20 years
History of HCC in the family

3-5%
2-7%
2-4%

Unknown, but
probably =>1.5%

2-3%

Unknown, but
probably >1.5%

Unknown

0.3-0.6%
0.4-0.6%
NA
NA

Hepatol Int (2017) 11:317-370




HCC dién tién nhanh trong vong 2-5 nam

_—m———

~1cm 2.cm 3cm 5cm~ Kich thwéc u

Thei gian ting gap ddi thé tich phu thudc vao mre do ac tinh cla u

Thoi gian téng ddi thé tich trung binh déi véi HCC: 100 ngay (80-117)

Khoang the&i gian theo d6i moi 6 thang la hop ly vé
hiéu qua-kinh té doi véi BN xo’ gan*

Cancer. 1989;63:2207-10
* APASL Guidelines — 2017, Hepatol Int 11:317-370 .



HCC Screening

Organizatio Screening Recommendation*
n

AASLD US (6 months)
EASL US (6 months)
NCCN US + AFP (6-12 months)
APASL US + AFP (6 months)
Patients at risk for HCC
Cirrhosis Non-Cirrhosis
e HBV/HCV  HBV carriers
e Alcohol * Obesity
* Genetic hemochromatosis * Diabetes Mellitis
* NAFLD / NASH * Smoking

e Stage 4 primary biliary cirrhosis ¢ Aflatoxin exposure
* Alpha-1-antitrypsin deficiency
e Other cause of cirrhosis

Bruix et al. 2011 Hepatology 53 (3)

EASL-EORTC Clinical Practice Guidelines: Management of HCC 2011
NCCN Guidelines 2016 Hepatobiliary Cancers

Japan Society of Hepatology, Clinical Practice Guidelines for HCC 2009
Hepatol Int (2017) 11:317-370
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Alpha-fetoprotein (AFP) la gi?

= AFP khéng chi dwoc san xuat tir HCC ma con tang
trong carcindm té bao mam, XG, dot bung phat viém
gan va trong thai ky
= Vaij trd AFP trong chan doan HCC giai doan sém con
han ché vi chi phat hién 10-20%
o Nguwéng cat 20 ng/mL: spec: 49-86%, sens: 49-
71%, LR+: 1,28-4,03
o Ngudng cat 200ng/mL: spec: 76-100%, sens: 4-
31%, LR+: 1,13-54,25 > ngwdng chan doan cua
AFP: 200ng/mL
= Két hop SA + AFP tang spec 71,5%, sens: 99,2% >
Tam soat HCC & cac doi twong nguy co

APASL Guidelines for HCC — 2017, Hepatol Int 11:317-370



APASL guidelines for HCC (2017)

* Diagnosis- Tumor Markers

. Alpha-fetoprotein (AFP) is not recommended as a
confirmatory test in small HCC (B1).

2. The cut-off value of AFP should be set at 200 ng/mL
for surveillance programs when used in combination
with US (B2).

3. The cut-off value of AFP can be set at lower value in a
population with hepatitis virus suppression or eradica-
tion (B2).



AFP-L3 la gi?

AFP-L3 |a mdt ddng dang clia AFP
AFP-L3 phan rng v&i Lens Culinaris Agglutinin (LCA)
Cut-off value of 10% in HCC < 5cm:

sens: 21-49%; spec: 94-100%,
- LR+: 8,06-45,1

LCA "
Fuc o1 (fucosylated variant)
6
AFP AFP
Sugar Chain Sugar Chain
AFP- L3: Hepatocellular carcinoma AFP- L1: Benign liver diseases
AFP-L3 huyét thanh tang rat dac hiéu trong HCC.
AFP-L3
AFP-L3% = X 100

; AFP-L1 + AFP-L3
AFP-L3 khong thé do i

dwoc khi AFP < 10ng/mL  ApasL Guidelines for HCC - 2017, Hepatol Int 11:317-370



PIVKA-II 13 gi?

Protein Induced by Vitamin K Absence or Antagonist-1ll (PIVKA-II)
Des-Carboxy Prothrombin (DCP)
© Glutamic acid (Glu)

Glutamic acid (10 residues)
QIIII ‘m © Glutamic acid dwgc carboxy

hoa (Gla)

N Tién chat Prothrombin

P 4

Carboxylase
phu thudc Vitamin K

»

erxrrm
Thrombin
Prothrombin binh thuwdng — Y o W

Tat ca 10 glutamic acid duoc carboxy hoa

Thiéu Vitamin K, HCC

Prothrombin bat thuwdng PIVKA-II)

Mot s glutamic acid khéng duoc carboxy hda



Phan bo cua PIVKA-II trong cac bénh ly gan

Do nhay, D6 dac hiéu, d6 chinh xac

(22}
Cut off # (mAaU/mé)y

25.0 27.5 30.0 32.5 | 35.0 37.5 40.0 42.5 | 45.0

thay.(AHCC) 56.02 | 556,03 | s2.33 | so.61 | 49.88 | 48.80 | 48.16 | 47.42 | 45.68
Dac hiéu (HC, CH) -

e U e . | 79.90 | 84.99 | oo.08 | 91.60 | 94.40 | 95.17 | 95.93 | es.60 | os.80

Chinh xéac |
Ak s 67.75 | 69.75 | 70.88 | 70.75 | 71.75 | 71.63 | 71.63 | 71.63 | 71.25

ED038 (mAU/ mE)

epatic cirrhosis a Cod? 9 o

Active chronic hepatitis ( T ¥ Coco %fﬂou oo & o =
Non-active chronic hepatitis O B oo

Chronic hepatiti i Cut-off value of 40 mAU/mL in HCC< 5cm:

o &

(=]

o o sens: 14-54%; spec: 95-99%,
Healthy normal o ) LR+: 6,86‘29,7

0/900.0%)
14,/265(5.2895)

. -
Acute hepatitis

o SO S 0/273(0.09)
Cut offil (40mALU/mE) 508l ()
3ol O
10/ O
1 o

Nong dd PIVKA-II trong cac bénh ly gan

Takatsu et. al., Clinical and Research (Japanese Article), 73 page 2656- (1996)



Performance of PIVKA-II for early hepatocellular carcinoma

Nicolas Poté'~, Frangois Cauchy”’, Miguel Albuquerque', Héléne Voitot", Jacques Belghiti’,

Sensitivity

PIVKA-II ho tro’ chan dodn s&m, tién lwong
xam lan vi mach mau trong HCC

diagnosis and prediction of microvascular invasion

Laurent Castera’, Hervé Puy™”, Pierre Bedossa'~, Valérie Paradis'**

Controls (n = 43) vs. early HCC (n = 32)

1.0 ,
77
0.8
AFP
PIVKA-II
AFP + PIVKA-II
0.6
04
Marker AUC (95% CI)
PIVKA-II 0.81 (0.697-0.924)
0.2 AFP 0.582 (0.443-0.722)
’ PIVKA-Il + AFP 0.826 (0.722-0.929)
0.0 # : : : : :
0.0 0.2 04 0.6 0.8 1.0

1-specificity
Nghién clru d3u tién trén dan sé Chau Au
French cohort, case-control study

So sanh AFP va PIVKA-II (trong huyét thanh va

trong mo), trwdc phiu thuat
43 cirrhotic control va 85 HCC cases

Table 4. Correlation between PIVKA-I tissue expression in HOC samples and
pathological characteristics.

PIVKA-II IHC score
O1in=44) 2(n=26) pwvalue
Etiology of chronic liver disease n, (%)

Mon-viral 19 (43) 11 (42) n.s.
Viral 25 (57) 15 (58)
Tumor size (mm)* 28 (20) 33(27) ns.
Single nodule, n (%) 30 (68) 20(77) n.s.
Moderately-poory differentiat 2 (50) 20(77) 0.03

tumor, n (%)
Microvascular invasion, n (%) 13 (29) 18 (69)  0.001

"Walue is expressed as mean (z standard deviation).,
PIVKA-1l, prothrombin induced by vitamin-K-absence-ll; HCC, hepatocellular
carcinoma; IHC, immunohistochemistry; nus, not significant.

Két luén:

* PIVKA-II yé’i dd nhay 77%, dac hiéu 82%
trong chan doan sém HCC (ngudng cat 42
mAU/mL)

* PIVKA-II >90 mAU/mL la yéu t6 tién lwong
déc lap cho xam lan vi mach mau

* PIVKA-Il két hop AFP giup tdng dd nhay
(70% |én 87%), va d6 dac hiéu (63% lén
90%) trong chan xam lan vi mach mau.

Pote, N., et al. Journal of Hepatology 2015 vol 62 (848-854)



PIVKA-II trong cac yéu té lién quan dén tai phat
HCC trén bénh nhan ghép gan

Multivariate analysis using Cox's proportional hazard model

0
Pre—OP factor * RR 921/6 P

PIVKA-1I >

: 982-11.934| 0.0006
400mAU,/mL 4.863 1.98 93
AFP >800ng/mL 2.084 0.732-5.928 | 0.1688
Tumor size >5cm 3.324 1.147-9.635 | 0.0269
Tumor number =11 3.219 1.258-8.232 | 0.0147

Fujiki M. et al.: Am. J. Transplantation, 9 (10), 2362 (2009)




Elevation Of Biomarkers

O 0O @00 © O®

Regenerative  Dysplastic Early HCC Nodule-in Advanced HCC
nodule nodule nodule HCC
PIVKA/ AFP ‘
A /

Measurement Value

/

23




Combined Biomarker Testing

If HCC biomarkers are used prior
to imaging:

In this study of 74 patients, the
use of AFP alone would have
detected 45 HCC cases and missed
29 cases of HCC

Cut-off point Positive cases
AFP > 20 ng/mL 45 (60.8%)
AFP-L3 210 % 49 (66.2%)
> 7.5 ng/mL

DCP 29 (39.2%)

Combination of

0,
AFP, AFP-L3, and DCP Same as above 67 (90.5%)

-

24

o

DCP Positive

AFP-L3 Positive
15
(20.3%)

3
(4.1%)

All Negative

7

(9.5%)

/

FDA submission data for uTASWako i30



AFP-L3 & PIVKA Il Improves Early Detection

“Ultrasound
48% 97% is...insufficiently
Colli et al Ultrasound sensitive to detect HCC
(2006)1 (95% CI (95% CI  in many cirrhotics or to
34-62%)  95-98%) support an effective
surveillance program.”
Sinall izl Ult_rasound is
(2012)? Ultrasound 43.9% 91.5% suboptimal when used
alone
Volk et al AFP, AFP-L3 & 84% 949 Combined use of AFP,
(2007)3 PIVKA II AFP-L3 and DCP results
in good detection of
Hann et al AFP, AFP-L3 & 839, >90% HCC within minimal

(2013)* PIVKA II

1. ColliA, et al. Am J Gastroenterol 2006;101:513-23.

2. Singal et al. Effectiveness of Hepatocellular Carcinoma Surveillance in Patients with Cirrhosis. Cancer Epidemiol
Biomarkers Prev May 2012 21; 793.

3. Volk, et al. Cancer Bio 3, 2007, 79-87.

4. Hann et al. Potential usefulness of highly sensitive AFP-L3% and DCP in risk assessment in surveillance of patient at risk
for HCC with total AFP in reference range. Gastroenterology Vol. 144, Issue 5, Supplement 1, Page S-1040.

false positives



GALAD Score

GALAD Score is a calculator for the detection of HCC based on
the objective measures of Gender, Age and 3 serologic

biomarkers of AFP-L3, AFP and DCP (des-y-carboxyprothrombin).

Z=—10.08 +0.09 X age + 1.67 X sex + 2.34 log1l0(AFP)
+ 0.04 X AFP-L3 + 1.33 Xlog10(DCP)

Gender: Male

Age :52yo GALAD Score: 2.48

AFP  :25ng/mL . e
AFP-L3 : 15% Probability of HCC: 92%

DCP :57 mAU/mL



ole Collaboration for Liver Fibrosis Markers in Serum
RCMG Using New Glycoprotein Technology

Same protein

Cancer specific glycoprotein

Fibrosig'marker
Cirrhogf§ marker

*
Changing Quality and Quantity of Glycoprotein to Fibrosis

MM



Incidence of HCC according to serum
M2BPGi levels among patients with HCV

L

Each every groups : p<0.05
except for <1vs. 1-2

M2BPGi
——— 28(n=32)
4 - 8 (n=86)

A_,,_FJFH’_’J_F_ 1- 2 (n=242)

<1 (n=155)
o 5  10(Yrs)

Cumulative incidence of HCC (%
(]
o

o
] .

MM

Yamasaki et al. Hepatology 2014



DNA NGOAI BAO: cfDNA va ctDNA

. Cell
SRR

k& Cell-free DNA (cfDNA):

- Nam 1948

'\\n:” - 160 bp (apoptosis)
—

Sinh thiét 16ng: DNA ung thw ngoai bao (ctDNA: circulating tumor DNA)

TUMOR

}’:‘7 = @™

—4(\"'

M f f el Phan biét chN,A véﬂ ct[?l}IA?
- » CtDNA mang cac doét bién,
"”“"“‘”‘moomw - methylation dac trirng ung thw

ng dung cutia ctDNA

/\

(giai doan I11/IV: tan suat dot bién >1%)

Piéu trj dich ung thw Tam soat ung thw giai doan sém (giai

doan /Il: tAn suét dot bién >0,01%)




Ultrasound in HCC

PRI SDmcls-Dologre SCARA  CE-110G4 Gon TFENI T IDN0E SERAA-DOLDCRE
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i

e

with hypo-echoic \ \
Dishomogeneous HCC with hypo-echoic halo and a nodule-in-
nodule pattern. D: Iso-echoic HCC.




Contrast-enhanced US (CEUS)

Contrast-enhanced US images of HCC. (A) On a gray scale US image, HCC is barely
visible. (B) An arterial phase image of Sonazoid-enhanced US detects the strong
arterial hypervascularity of HCC (arrows). (C) On a Kupffer phase image of
Sonazoid-enhanced US, HCC (arrow) appears hypoechoic compared to the
enhanced surrounding hepatic parenchyma. Thus, contrast-enhanced US using
Sonazoid presents both vascular and functional information of lesions.






Dynamic MRI

Typical vascular pattern of HCC: arterial enhancement followed
by wash-out in portal venous/delayed or equilibrium phases
Sensitivity 90%, specificity > 95%, PPV 100%




Contribution of the hepatobiliary phase of (Primovist*) Gd-EOB-DTPA-
enhanced MRI to Dynamic MRI in the detection of hypovascular small
(< 2cm) HCC in cirrhosis

‘ - —
N
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Chan doan HCC

* HCC dién hinh cé thé dwoc chan doan bang hinh anh
hoc, bat ky kich thwdc nao, néu cé hinh anh bat thudc
can quang dién hinh trén CT scan, MRI déng hoc hoac
CEUS (tang quang manh thi DM va thai trir nhanh thi
TM)(A1)

* Ton thwong dang ndt khéng cd hinh dnh dién hinh
(déng dam dd hodc gidm dam do & thi DM hoac chi
tang quang don thuan ma khoéng thai nhanh & thi TM)
can duoc khao sat thém (A1)

* Gd-EOB-DTPA-enhanced MRI cé thé gitp phat hién thay
ddi s&m cta HCC, bao gém ndt loan san mirc d6 cao va
HCC sdm (B1)26

APASL Guidelines for HCC — 2017, Hepatol Int 11:317-370



APASL guidelines for HCC (2017)

a ‘ Nodule detected by US | | Surveillance by US every 6 months
F Y

Diagnostic Algorithm 1

[ Dynamic EOB-MRI/Dynamic CT ]

/ . | Mon-hypervascular |

(a) basing on APASIL 2016. [ rwerascuar Hypervascutar

with washout without washout -

(b) only dynamic CT/MRI I EoB-MRI

Hepatobiliary phase

EOB-MRI
Hepatobiliary phase
/ \ | Hypointense | Iso- or hyperintense l—

v

HCC™

| Hypointense | | Iso- or hyperintense | ¥
CEUS
¥ ¥ {Sonazeid) \
| HCCt | Blopsy
v Non-hypervascular
b Hypervascular and no defect in
Nodule detected by US and/or defect in Kuppfer phase
; Kuppfer phase
A 4
Dynamic CT/MRI HCC I Small nodule Small nodule
(=1 cm) (=1 cm)
L 4
L L | anpsy +
Hypervascular Hypervascular without washout EOB-MRI
with washout Non-hypervascular + (Dynamic CT)
/ \‘ Early HCC | | DN/borderline |/' every 3—-6 months
| Small nodule {21 cm) | | Small nodule (<1 cm)
HCC
L 4
Bilopsy +

Dynamic CT/IMRI

/ ¥ every 3=6 months
| Early HCC | | DN/borderline




Hwéng dan dieu tri HCC (Viét Nam 2012)

SO PO HUONG DAN CHAN POAN VA PIEU TRI UNG THU TE BAO GAN NGUYEN PHAT
(Ban hanh kém theo Quyét dinh s6 5250 /QD-BYT ngay 28 thang 12 nam 2012 ciia Bé truéng Bo Y t6)

l Khéi u gan - l

L P Hinh anh CT scan / MRI dién hinh hay khéng dién hinh hoac AFP khéng tang
Hinh anh CT scan / MRI dién hinh

l l Theo doi
Sinh thiét khéi u gan mdi 2 "’éng
v v |
AFP 2 400 ng/ml AFP tang nhung < 400 ng/ml ! i
\ e HBV hay - (*) () Sinh thlet |a| ‘<
[ UNG THU TE BAO GAN NGUYEN PHAT ] = (+)
Khéi u cit duoc . . 2 -
A P A Khéi u khéng cat duoc Khéi u bat ké kich thudc
[ Khing cf di.cin, Khing o6 TALIMC } Khéng cé di can Huyét khéi finh mach cira
Khéng cé TALTMC N1, M1

v v
Bét ké kich thudc <3u, £3cm l l
PST 0-1 1u<5cm <3 u. £3em . B

Nhiéu u rai rac trong gan
l I LU S Sem PST 0-2

1 Child A/B

Y

Child A.B bhsd i i ; i .
ild A, l  DEtiép can [Chlld c] [ Child cq [Ch:ld tﬂ el = ==
Cé bénh ly di kém * T ’

Child A/B Child C

l ¢ L
[ Cétgan I RFA |_‘ Xem xét TACE [Sorafenib] [ Giai doan cuéi ]

(dot song kha ndng (NGt mach
cao tan) ghép gan héa dau) I
Didu tri
* Bénh ly di kém cé nguy co cao khi phiu thuat tnéu chirng

37
Nguén: Huéng dan chan doan va diéu tri ung thw té bao gan nguyén phat (BOY té 2012)



HCC staging is complex and multifaceted

m  Staging is used for :
prognosis Patient
and to guide treatment’ .

= Staging HCC?

¢« Most patients have underlying
liver disease

« Key prognostic indicators
are not clearly defined

* Prognostic indicators vary
during the course of disease

= Factors affecting staging?3
 Tumour stage
» Liver function
* Health status

* |Impact of treatment

BCLC, Barcelona ClinicLiver Cancer; CLIP, cancer of the liver ltalian program; CUPI, Chinese University Prognosticindex; ECOG PS, Eastern Cooperative Oncology
Group performance status; GRETCH, Groupe d'Etude et de Traitement du Carcinome Hépatocellulaire; HCC, hepatocellular carcinoma; JIS, Japan Integrated Stage;
TNM, tumor nodes metastases.

1. Llovet JM, et al. Lancet2003;362:1907—17; 2. Marrero JA, et al. ClinLiver Dis 2006;10:339-51; 2. Marrero JA, et al. Hepatology 2005;41:707—-16; 4 _LlovetJM, et al.
Semin Liver Dis 1999;19:329-38;5.LeungT, et al. Cancer2002;94:1760-1769; 6. ChevretS, et al. J Hepatol 1999;31:133—41; 7. Schafer DF, et al. Lancet
1999;353:1253-7; 2. CLIP. Hepatology 1998,28:751-5; 9.MakuuchiM, et al. WorldJ Gastroenterol 2006;12:828-9.




Chan doan giai doan HCC

Table 1. Prognostic variables used in staging systems for hepatocellular carcinoma

Variables

Classification Tumor stage Liver function Health status
Okuda stage® 50% Liver involvement Bilirubin —
Albumin
Ascitis
French classification® Portal invasion Bilirubin Karnofsky
AFP Alkaline phosphatase
CLIP classification”! 50% Liver involvement Child-Pugh —
AFP
Portal invasion
BCLC staging’ Portal invasion Child-Pugh PST
Metastases Portal hypertension
Morphology Bilirubin
Okuda
CUPI Index® TNM Ascites Symptoms
AFP Bilirubin
Alkaline phosphatase
TNM staging® Morphology Fibrosis —
Vascular invasion
Metastases
JIS score” TNM Child-Pugh —

Josep M. Llovet. Updated treatment approach to hepatocellular carcinoma
J Gastroenterol 2005; 40:225-235



Chan doan giai doan HCC

 Cac nwoc chau Au va My sir dung CLIP va BCLC.
 Nhat dung JIS dé danh gia giai doan HCC
* Panh gia giai doan va tién lwgng: CLIP, JIS

« BCLC cua Bacerlona dwoc hau hét cac nwoc Au My

chap nhan, s&r dung nhw phac doé diéu tri HCC.

*AASLD guideline Bruix J & Sherman M. Hepatology 2005;42:1208
*The Japan Society of Hepatology (JSH) published the Consensus-
Based Clinical Practice Manual in 2007



Clinical Importance of Early Detection
& Precise staging of HCC
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CLIP (Cancer of the Liver Italian Program)

CLIP: 0-6
CLIP Scoring System
Scores
Variables 0 1 2
Child-Pugh stage A B C
Tumor mor- uninodular and ~ multinodular and  massive or exten-
phology extension =50%  extension =30%  sion >50%
AFP (ng/dL) <400 =400
Portal vein no yes

thrombosis




JIS (Japan integrated staging scoring system)

Japan Integrated Staging (JIS) scoring system

Scores
Variables 0 1 2 3
Child-Pugh grade A B C
TNM stage by LCSGJ | I1 111 | Y

LCSGJ, Liver Cancer Study Group of Japan

C-P grade
(Score)

C 3

B (1)

A (O)

1 (0) I (1) 1 (2)
TNM Tumor Stage (Score)



CUPI Index

Variable

Asymptomatic disease on presentation

AFP =500 ng/mL

Alkaline phosphatase =200 IU/L




Barcelona Clinic Liver Cancer (BCLC)
staging system for HCC - 2018
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*Patients with end-stage cirrhosis due to heavily impaired liver function (Child-Pugh stage C or earlier stages with predictors of poor prognosis or
high a MELD score) should be considered for liver transplantation. In these patients, hepatocellular carcinoma might become a contraindication if it
exceeds enlistment criteria. tCurrently, sorafenib followed by regorafenib has been shown to be effective. Lenvatinib has been shown to be
noninferior to sorafenib, but no second-line option after lenvatinib has been explored.

Source: Forner et al. Lancet. 2018;391:1301-1314




Két luan

HCC la ung thw kha phd bién va c6 ty 1& t& vong
cao trén Thé gi¢i do dién tién bénh phirc tap va da
sO trwong hop dwoc chan doan mudn

HCC thwérng phat sinh trén nén bé&nh gan man tinh,
dac biét la nhiém HBV, HCV va nghién rwogu man
tinh. Can c6 ké hoach tam soat thworng qui bang
cach thwe hién SAB va AFP dinh ky moi 6 thang &
cac doi twong nguy co

Viéc chan doan s&m va danh gia chinh xac gial
doan cua HCC sé giup ich cho viéc quan ly tot HCC
dat hiéu qua cao
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Hepatocellular carcimoma (HCC) .
accounts for 85-90% of all primary
liver cancers. Each year, 850,000 new cases

esresesesesesrenenerenen,
. .

of liver cancer are reported, making it the
second leading cause of cancer-related
deaths worldwide.

Early-stage HCC \

is characterized by

one or a few small
nodules without portal

MECHANISMS

HCC can arise in mature hepatocytes or their
progenitor cells. The molecular pathogenesis of 5
HCC has been well-studied, and tumours typically

contain ~40 genetic alterations, of which only a

few are considered driver mutations. Processes

that commonly contribute to HCC initiation and
development include re-expression of fetal genes,
changesin cell cycle control, dysregulation of

protein folding, constitutive activation of the

oxidative stress pathway and the activation of

the WNT-B-catenin, RAS-RAF-MAPK and

PI3K-AKT-mTOR signalling pathways. In addition,

enhanced telomere maintenance through

telomerase activation contributes to uncontrolled
hepatocyte proliferation by inhibiting cellular

senescence. An altered microenvironment is

fundamental to liver carcinogenesis, and HCC

usually develops on a background of liver damage

(most commonly cirrhosis). Indeed, HCC can be

considered a classic inflammation-associated cancer,

with most cases linked to prolonged hepatitis due to

viral infection or excessive alcohol intake. 4

preserved liver function.
Treatment involves liver
resection, transplantation
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or local ablation.
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VIRAL HEPATITIS \ 4

PREVENTION

The risk factors for developing
HCC include cirrhosis,

alcohol abuse, infection

with hepatitis B virus (HBV)
and hepatitis C virus (HCV),
and ingestion of the fungal
metabolite aflatoxin B1, which
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Hallmarks of advanced
disease are portal vein
invasion, metastases and/or
symptoms. Treatment with

sorafenib increases

©
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survival by

.
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.

3 months.

HEPATIC ARTERY

PORTAL VEIN g

vaccines or antivirals has reduced
the incidence of HCC. With the
advent of improved drugs against
HCYV, it is hoped that similar
improvements will be made

in populations with high rates

of hepatitis C.

is associated with mutations in
the tumour supressor gene TP53.
In addition, metabolic syndrome
has been linked to HCC that
develops on a non-cirrhotic
background. Prevention or
treatment of hepatitis B using
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For the Primer, visit 4oi:10,1038/n7dp.2016.13
DIAGNOSIS

HCC can be diagnosed using either
invasive (biopsy) or non-invasive
(radiological) methods. Patients with
cirrhosis can be diagnosed radiologically
(usually with CT and/or MRI) alone,
whereas those who do not have cirrhosis
or whose imaging results are inconclusive
require a biopsy. HCC symptoms usually
do not occur until the disease is advanced,
by which time potentially curative
treatments are no longer an option. As
such, screening of at-risk populations
using ultrasonography is important for
early diagnosis.

OUTLOOK {(¢

Despite detailed knowledge of driver genes in
HCC, few of these have proven to be druggable
targets. Consequently, only one systemic treatment
(sorafenib) is currently available for treating this
cancer, which improves survival by a few months.
Moreover, first-line treatment for early-stage
disease remains surgical removal of the affected
liver, and no adjuvant therapy has been shown

to be effective in this setting. Future progress

in these areas will probably involve improved
clinical trial design and greater understanding

of tumour heterogeneity, which together will
enable targeting of treatments to specific subsets
of patients.
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